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Remarks 

In the Office Action, the Examiner noted that:claims 1-3 and 5-16 are pending in 
the application; and that claims 1-3 and 5-16 aie lejdcted. By this amendment, claim 1 
has been amended^ new claims 17-38 have been added and claims 12-16 have been 
cancelled without prejudice or disclaimer of the subject matter contained therein. Thus, 
claims l-3» 5-11 and 17-38 arc pending in the application. No new subject matter has 
been inserted through these amendments. 

All of the amendments arc fully supported by the specification. For instance, 
claim 1 wa$ amended to address 35 U.S.C, § 112, sefcond paragraph issues and to recite 
various substituents with better clarity. New claiifa 17 recites a narrower scope of 
compound of claim 1. New claims 18-21 recite some of the specific compounds 
disclosed throughout the specification, mom specifically, in Examples 1-8 of ttie 
specification at pages 1 1-31 and the Tables 1 and 2 summarized thereafter at pa^s 32-38 
of the specification. New claims 22-25 recite pharmaceutical compositions of 
compounds of new claims 18-21. Finally, new claims 26-29, 34 and 35 recite method of 
treatment using the compounds of claims 1, 2, 3, 6 and 7 and are similar in scope to those 
of cancelled claims 12-1 6» but are re-written in better form to overcome tibie outstanding 
rejections under 35 U.S.C. § 112. first paragraph and to place them m condition for 
allowance. Similariy, new claims 30-33 and 36-38 r&ate method of treatment using the 
compounds of new claims 17-21, The Btaminer's rejections are respectfully traversed 
below. 

Oath/Declaration 

The Examiner has noted that the oath/declaration submitted with the instant 
application is defective. Accordingly, Applicants submit concurrently herewith a duly 
executed new oath/declaration. Further, it is respectfully submitted that this duly 
^ecuted oath/declaration is fully in compliance with 37 CFR l,67(a). Thus, entry of this 
new oath/declaration into record is respectfully requesfed. 
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Specification 

The Examiner has further noted that the title on page 1 of the specification is 
underlined by hand, thus appropriate conection is requested. As noted, by way of this 
amendment, Applicants are requesting the Examine to delete the current title at page 1 of 
the specification and insm therefor the title provided in this amendment in accordance 
with 37 C3^ L12L 

The Examiner has also objected to the abstract- as it is considered to be long^ than 
one page. Again, as noted, a new abstract has been provided in this amendment on a 
separate page (see page 3 of this response) pursuant to 37 CFR 1.72 and in accordance 
with 37 CFR 1.121. Please note that this is being submitted as a new abstract and 
requesting the Examiner to delete the abstract on record and replace it with this newly 
submitted abstract Accordingly, withdrawal of this objection is respectfully requested. 

RejeeHon Under 35 t/.S-C § 112, Second Paragraph 

Claims 1-3, 5, 8-9 and 12-14 stand lejectfcd under 35 U.S.C. 112, second 
paragraph, as being indefinite for foiling to particulai^ point out and distinctly claim the 
subject notatter which ^plicant regards as the invention. 

Jh particular* the BKaminer has alleged that thet scope of claims 1-3, 5, 8-9 and 12- 
14 cannot be ascertained due to the ambiguity of the jJhrase, a compound in the form of a 
'^pure optical isomer." It is respectfully submitted that claim 1, as amended, fiilly satisfies 
the requirements of 35 U.S.C. § 1 12, second paragraph, and thus obviating this rejection. 

Specifically, the objected term, ''pure optical isomer" appears only in independent 
claim 1. However, claim 1 has been amended to delete this term and a term ''an 
enantiomer'* is used instead. Support for this can be found at various places of the 
specification, and more particularly at page 2, lines 15^-17. It is further submitted that one 
of ordinary skill in the art readily appreciates the intended meaning of an enantiomer is 
being a single optically pure isomer. Accordingly, wi&drawal of rejection as to claims 1- 
3, 5, 8-9 and 12-14 is jespectfuUy requested. 
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Refection Under 35 U.$.C. § JJ2, Second Paragnpk 

Claims 12-16 stand rejected under 35 U.S.G. 112, second paragraph, as being 
indefinite for failing to parflcularly point out and distiiictly claim the subject matter which 
applicant regards as the invention. 

Specifically, the Examiner alleges that the scope of claims 12-16 cannot be 
ascertained due to the ambiguity of the phrase, a method for the treatment of disorders in 
which glycine transporters "are involved/' However, claims 12-16 have been cancelled 
without prejudice, thus obviating this rejection. 

Instead, new claims 26-38 are presented in this amendm^it all of which recite 
method of treatment of a disorder associated with either a glytl or glyt2 transporter. 
Accordingly, it is submitted that new claims 26-38 fially satisfy the requirements of 35 
U.S.C. § 112, second paragr^h, as they are drawn to method of treatment of a disorder 
associated with either glytl or glyt2 using the compounds of the instant invention. 
Specific details of discussion of these claims are further given below. Therefore, 
withdrawal of rejection as to claims 12-16 is lespectfiiUy requested. 

Rejection Under 35 J7.S.C §112, First Paragraph 

Claims 12-16 stand rejected under 35 U,S-C: 112, first paragraph, as failing to 
comply with the written description requirement 

In particular, the Examiner asserts that the claims contain subject matter which 
was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventors, at the tame the application was filed, had 
possession of the claimed invention. However, as noted. Applicants have cancelled 
claims 12-16 obviating this rejection. 

New claims 26-38 are redrawn to show specific disorders that can be treated by 
the inhibition of glytl transporters (claims 26-33) or by glyt2 transporters (claims 34-38) 
using respective compounds of this invention. It should further be noted that there is 
clear written description for said treatments. See for instance, page 3, lines 6-12 where it 
is shown clearly preferred compounds that can be uSed for either of the glytl or glyt2 
inhibition. Biological test methods, for instance study of glytl inhibition is fully 
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described beginning at page 39, line 8 to line 19» pag^ 40. Ex vivo animal models to test 
the efficacy of the compounds of the invention in inhibiting glytl is shoxvn on pages 40 
and 42. Similar studies to test the biological efficacy of the compounds of the invention 
in glyt2 inhibition is shown in test methods presented on pages 42-44. Further summary 
of these studies is provided in pages 45-46 of the specification- In view of the foregoing, 
it is respectfully submitted that new claims 26-38 flilly satisfy the requiiements of 35 
U.S.C. § 112, first paragraph. Accordingly, withdrawal of rejection a$ to claims 12-16 
under 35 U.S.C. § 1 12» iBrst paragraph, is respectfully requested. 

Rejection Under 35 US.C, § 103(a) 

Claims 1-3 and 5-11 stand rejected under 35 U.S.C. § 103(a) as being 
unpatentable over Kikuchi et al. (BP 0 499 995) in view of Froelich et al. (J. Org. Chem., 
1996, 61, 6700-6705) or Cheeseman et al. (US 5;Z54,569). 

The Examiner alleges that "Kikuchi et al. and Cheeseman et al. disclosed 
generically the claimed anti-psychotic compounds . and pharmaceutical coiiq)ositions 
against the base claims as delineated. Explicit coinpounds are guided by the reference 
(Cheeseman et ah. Table 1, example S3) and render the claimed compounds generically 
encompassed." 

Applicants respectfully submit that the Examiner has erred in her analysis and as 
it becomes apparent from the detailed discussions tWat follow, claims 1-3 and 5-11 are 
neither taught nor suggested by Kikuchi et al. in view of Froelich et al. or Cheeseman et 
al. Thus, it is respectfully submitted that claims 1-3 and 5-11 are patentably 
distinguishable over Kilcuchi et al. in view of Froelich et ah or Cheeseman et al. 
Accordingly, withdrawal of rejection as to claims 1-3 tod 5-11 is respectfully requested. 

For instance, Kikuchi et al. disclose a series of piperidine derivatives, which are 
different from the compounds of the instant invention. The Examiner's attention is 
particularly drawn to the general scope of the structute of the compounds of formula (J) 
disclosed at pages 3 and 4 of Kikuchi et al. More particularly, Kikuchi et al. desoibe 
primarily a series of piperidine containing carboxyl^c acid esters, including only one 
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specific amide. This geneoric structure does encompass pip^dinyl benzamide derivatives 
as coicectly pointed out by the Examiner, but with only one example. 

However, it is again respectftifly submitted that the compounds of the present 
invention are cUfferent j&om the ones described in Kikuchi ct al. because of the fact that 
the compounds of the present invention contain a **a trifluoromethyl (CF^) group" on the 
phenyl ring. Even more importantly, as admitted by the Examiner, the compounds of the 
present invention are optically pure stereospecific enantiomers or threo diastereoisomers 
as recited in claim 1, as amended. Please further note that there is only one specific 
example of an amide in Kikuchi et al., see for example, "l-(l-ethyI-2- 
piperdinyl)etfiylindole-3-cart)oxamde," at line 2, page 5 of Kikuchi et al., and rest of the 
specific compounds synthesized therein are est&r^^ again see, line 48, page 4 to line 3, 
page 5 of Kikuchi et al. 

However, the Examiner alleges that Kikuchi et al. disclose "georaic teaching on 
the piperidinyl benzamide stereoisomers and thdr mixtures and racemates," citing 
Kikuchi et al. at page 4, lines 42-43. However, it shoifld be reiterated that the compounds 
of Kikuchi et al. are different £rom the compounds of the present invention and Kikuchi et 
al. make a generic statement with no specific examj^le, as also noted by the Examiner. 
Thus, in spite of structural differences as pointed out above no specific piperidinyl 
benzamides are disclosed in Kikuchi et al., let alone mention of the synthesis of 
stereospecific threo diastereoisomers and/or about specific mention of the enantiomers, 
(IR, 2R) or (IS, 2S) as presently taught in the instant invention and specifically claimed 
in claims 1-3 and 5-11. 

It should also be noted that the compounds of Kikuchi et al. are selective 
antagonists of 5-hydroxytryptamine (5-HT) at S-Hl'a receptors thus exhibiting anti- 
psychotic activity, see specifically at lines 3l-32» page 3 of Kikuchi et al. More 
importantly, there is no structure activity relationship (SAR) provided in Kikuchi et al. 
such that it would motivate one of ordinary skill in the ait of medicinal chemistry to make 
the structural modifications so as to amve at the compounds of the instant invention, at 
the time the Applicants made this invention, and to iQe such cozi4)ounds as inhibitors of 
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glycine transporters, such glytl or glytZ, as cujtently taught by the Applicants. Thus, it is 
submitted that claims 1-3 and 5-11 are patentably distinguishable from Kkuchi et al. 

As to Cheeseman et al,, they disclose a series of (amidomethyl)nitrogen 
heterocyclic analgesics. Again, the compounds of ^ Cheeseman et al. are structurally 
different from the compounds of the instant invention. Similarly, Froelich et al. teach an 
asymmetric synthesis of 2-(l-aminoalkyl)piperidines, which axe distinctively different 
classes of compounds than the ones described in the instant invention except that it 
describes certain asymmetric synthesis of piperidine 'compounds. However, there is no 
structural relevance to the compounds of the present invention. More importantly, there 
is no teaching or suggestion in Cheeseman et al. and/or Froelich et al. so as to motivate 
one of ordinary skill in the art to arrive at the compotinds of the present invention at the 
time Applicants made this invention. 

In view of the foregoing it is respectfully submitted that claims 1-3 and S-11 are 
patentably disting^shable over combined teachings of Kikuchi et al. in view of Froelich 
et al. or Cheeseman et al. Accordingly, withdrawal of rejection as to claims 1-3 and 5-1 1 
is respectfully requested 

First of all. Applicants respectfully submit that the Examiner ened in concluding 
that there is enougli motivation from the disclosure^ of Kikuchi et al. to arrive at the 
Applicants' invention at the time the Applicants made this invention. Jn particular, 
claims 1-3 and 5-11 recite a series of stereospecifically substituted piperidinyl benzamide 
compounds, none of which is tau^t or suggested by ^Kikuchi et al., as evidenced by the 
above arguments. Even more importantly, the compounds of claims 1-3 and 5-11 are 
useful as either inhibitors of glytl or glyt2 transporter^ whereas compounds of Kikuchi et 
al. are usefiil as antipsychotic agents. One skilled: in the art of medicinal chemistry 
readily appreciates this to be a vastly different utility having different stiuctuie activity 
relationships (S AR) at the relevant receptor site, contrary to the views of the Examiner. 

As we already noted above, it should be reiterated that there is no teachings of the 
SAR of various piperidinyl compounds as disclosed in Kikuchi et al. such that one of 
ordinary skill in the art could ascertain activities ^of various substimted piperidinyl 
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derivatives in the antipsychotic activity let alone activity at the glytl or glt2 transporters 
as presently tai^t in the instant invention. To the contrary^ the Examiner simplistically 
and incorrectly concludes that: 

".--the generic disclosure by Kikuchi et al. fully iencompassed the instant scope, 
and the specific teaching by Proelich et al. to separate the optical isomers of 
structurally analogous compoxinds would render: the thieo diastereoisomer and 
optically pure form of the compounds obvious. One having ordinary skill in the 
art would be motivated to make such modification of separating the optical 
isomers, knowing that the biological system in steiteospecific/* 
Applicants respectfully submit that Examiner has efted in arriving at this conclusion 
based on both legal and scientific grounds. 

It is well known scientific principle that the reactivity of an organic molecule, 
such as piperidinyl derivative as described in the' present invention, differs vastly 
depending upon the substituents it contains. This is especially true when there is no well 
established S AR as we stated above and especially Wjhen the uses are of vastly different 
involving totally different receptor sites - antipsychotic vs. glycine transporter. Thus, 
contrary to the assertion of the Examiner, a person of ordinaiy skill in the art would have 
had no motivational basis to arrive at the present invention simply following the 
teachings of Kikuchi et al. in view of Froelich et al. or Cheeseman et aL at the time 
Applicants made the instant invention. As stated in a leading organic text book: 

" it must be boine in mind that a given functioiaal group does not always react 

the same way, regardless of what molecule it is part of- The reaction at the 
functional group is influenced by the rest of the mblecule. This influence may be 
great enough to stop the reaction cornpletely o(r to make it take an entirely 
unexpected course. Even when two compounds v^ith the same functional group 
undergo the same reaction, the rates and/or the positions of equilibrium are 
usually different, sometimes slighfly, sometimes greatly, depending on the 
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structmes of the compounds. The greatest variations may be expected when 

additional functional groups are present}" (emph^is added) 

From this it is clear that a skilled artisan woiild not have been motivated by the 
teachings of Kikuchi et al. to arrive at the ptesent invention. This is especially true when 
there is no teaching of the type of compounds of the instant invention in Kikuchi et al. 
Even more importantly, the Board has held that in an obviousness determination the prior 
art must provide some impetus for the one of ordmary skill in the art to arrive at the 
present invention. As stated by the Board: 



At best, the Examiner's comments regariiSng obviousness amount to an 
assertion that one of ordinary skill in the relevant art would have bera able to 
arrive at appellant's invention because he had theiiecessary skills to carry out the 
requisite process steps. This is an inappropriate standard for obviousness^^ ^H^l 
which is within the capabilities of one skilled in the art is not synonymous with 
obviousness. ...That one can reconstruct and/or explain the theoretical mechanism 
of an invention by means of logic and sound scientific reasoning does not afford 
the basis for an obviousness conclusion unless that logic and reasoning also 
supplies sufficient impetus to have led one of ordinary skill in the art to combine 
the teachings of the references to make the claimed invention'^ (emphasis added). 

Prom the foregoing discussions it is clear thiat there is neither logic nor sound 
scientific reasoning that provides sufficient impetus for one of ordinary skill in the art to 
arrive at the present invention merely following Kikudhi et al. in view of Froelich et al. or 
Cheeseman et al. That is, because of the fact that various substituents as recited in claim 
1 would exert different electronic effect to the piperidine benzamide molecule, it is highly 
unlikely that a person of ordinary skill in the art would believe that all of the substituents 

' Advanced Oisanic Chemistry, Chapto' 9, "Effects of Structure on Reactivity", p 237. J. March, 'f^ Ed, 
John Wiley & Sons. 1985. 

^ Ex parte Levengood^ 28 USPQ2d 1301-02 (Bd. Pat App. &, inter. 1993); a somewhat similar resnlt was 
reached by die court mlnre Bixiuw^r holding that the claim and^ examination may not be rejeaed under 
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would behave the same way and use it either as antipsychotic coixjpound as taught by 
Kikuchi et al. or as glycine transporter as taught in the instant inveition - different 
utilities and properties of different compounds. Thus, the Examiner ened in concluding 
that there was enough motivation to arrive at thfe present invention following the 
teachings of Kikuchi et al. in view of Froelich et al. oi*Cheeseman et al. 

In view of all of the arguments advanced ab6ve. Applicants respectfully submit 
that claims 1-3 and 5-11 as well as new claims 17-25' are patentably distinguishable over 
Kikuchi et al. in view of Froelich et al. or Cheesembn et al. Therefore, withdrawal of 
rejection as to claims 1-3 and 5-11 is respectfully requfcsted- 

Double Patenting Rtijection 

Claims 1-3, 5, 8-9 and 12^14 stand provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-7 of 
copending Application No- ll/045»247* 

Applicants submit that since this is a provisional rejection, upon allowance of 
either or both of the subjea applications a terminal disclaimer will be filed. 

Conclusions 

In view of the above Remarks, it is respectfully submitted that claims 1-3, 5-11 
and 17-38 are now in condition for allowance and the early issuance of this case is 
respectfully requested. In the event the Examiner wishes to contact the undersigned 
regarding any matter, please call (collect if necessary) the telephone number listed below. 

As noted above, Applicants concunentiy submit herewith a petition for one- 
month extension of time to make this response timely. Applicants request the 
Commissioner to charge these fees and any other fee$ that are deemed necessary due to 

35 U.S.C. § 103 unless the prior art suggested the desirability of such a modification as claimed: see In re 
Biouw«r, 77 F.3d 422, 37 USPQ 2d 1663 (Fed. Cir. 1966). 

SSL0064USPCT -19 of 20- 



PAGE 22Q9 * RCVD AT »1 712008 1:53:51 PM [Eastem DayfigM 



MAY. 17. 2006 2:'04PM AVENTI8 US PAT OEPT 



NO. 4161 P. 23 



Application Ser. No.; 10/511,886 
FUingDate: Ociobcr 19. 2004 
Examiner: Perliz:^, Sarah B 

this submission to Deposit Account No, 18-1982 for sanofi-aventis XJ-S. LLC, 
Bridg^water, NL Please credit any overpayment to Deposit Account No. 18-1982. 



RbspectfiiUy submitted, 

Bblaram Giqjta, Ph. D., J. D. 
Rfegistiation No. 40.009 
Attorney for Applicants 



Enclosure: Petition for one-month extension of time xmder 37 CFR 1.136(a) (1 page) 
A copy of duly executed oath/decIarati<^ (6 pages) 



sanofi-aventis U.S. LLC 

US Patent Operations 

RoutB #202-206 / P.O. Box 6800 

MAIL CODE: BWD-303A 

Biidgewater, NJ 08807-0800 

Telephone: 908-231-3364 

Telefax: 908-231-2626 



SSL0064 US per -20 of 20- 

PA(X23»9'RCVDATS/17l20i)81:$3:$1 PM [Eastern DayGglitTiine]WU8PT0^^ 



